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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a therapeutic 
drug having effect for improving and treating the HO 
symptom of dysmenorrhea or endometriosis. 
SOLUTION: This therapeutic drug is obtained by 
including an extract which is extracted from the bark of a 
pine in the France seashore and contains a 
proanthocyanidin as an active ingredient. The drug is 
provided in a form of soft capsule, tablet, powder or 
solution. The soft capsule is obtained preferably by 
mixing the pine bark extract, a vehicle and an 
emulsifying agent in a weight ratio of 1 :13:2 and used as 
a therapeutic drug against endometriosis. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 

[Claim(s)] . . . . 

[Claim 1] The dysmenorrhea remedy which makes the plant extract containing a pro anthocyamdin an 

active principle. . 

[Claim 2] The plant extract containing a pro anthocyanidin is a dysmenorrhea remedy ot claim 1 wmcn 

is the France seashore pine bark extract. 

[Claim 3] The France seashore pine bark extract is a dysmenorrhea remedy of claim 2 ottered with 
which gestalt of a software capsule, a tablet, powder, and liquids and solutions. 

[Claim 4] A software capsule is a dysmenorrhea remedy of claim 3 which mixes an emulsifier with the 
France seashore pine bark extract and an excipient at a weight rate of 1 : 1 3 :2. 

[Claim 5] The endometriosis remedy which makes the plant extract containing a pro anthocyamdin an 

active principle. . . . , 

[Claim 6] The plant extract containing a pro anthocyanidin is an endometriosis remedy ot claim !> whicn 

is the France seashore pine bark extract. 

[Claim 7] The France seashore pine bark extract is an endometriosis remedy of claim 6 offered with 
which gestalt of a software capsule, a tablet, powder, and liquids and solutions. 

[Claim 8] A software capsule is an endometriosis remedy of claim 7 which mixes an emulsifier with the 
France seashore pine bark extract and an excipient at a weight rate of 1 :1 3:2. 



[Translation done.] 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
dama ges caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3 .In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the remedy of dysmenorrhea and endometriosis. It is 
related with the remedy which makes an active principle the plant extract containing especially a pro 
anthocyanidin. 
[0002] 

[Description of the Prior Art] Symptoms, such as an intense hypogastrium pain, low back pain, a 
headache, and nausea, do not produce dysmenorrhea suddenly at the menstrual period, and what other 
gynecology diseases (uterine-appendages flame, endometriosis, fibroid, adenomyosis uteri, etc.) are not 
accepted in is said. As the cause, the rapid rise of intrauterine pressure by menstrual blood storing in a 
uterus for the increment in the prostaglandin in menstrual blood, the constriction of the ostium uteri, etc. 
is cited. The therapy has taken Voltaren (generic name; diclofenac sodium) and SEDESU (generic 
name; villa ZORON system alleviation-of-fever painkilling resolution combination). However, although 
this therapy may accept temporary decrudescence, there are many cases of an invalid. 
[0003] An endometrium occurs and increases in locations other than an intrauterine cavity (the ovary, an 
oviduct, pouch of Douglas), and endometriosis accepts symptoms, such as intense menstrual pain, 
hypogastrium pains other than the menstrual period, and low back pain, when inflammation arises in the 
location. Moreover, it is counted by one of the causes of infertility. Although the cause is unknown, 
relevance with dioxin attracts attention in recent years. Reproductive years have many these diseases 
overwhelmingly (from 1 8 years old to 42 years-old time), since it is an estrogen (estrogen) dependency, 
by the age when it has menstruation, it gets worse gradually and regression and disappearance of after a 
menopause are conversely done with reduction in estrogen. Most Gn-RH therapies to which regression 
of the lesion section is carried out are used, a therapy makes the estrogen secretion from the ovary 
control, and the danazol therapy which suppresses a estrogen operation of the focus is continuously 
performed using the danazol which is the derivative of a male sex hormone (testosterone). However, it 
feels warm, side effects, such as an ovarian deficiency symptom of the whole body malaise, 
osteoporosis, an edema, and obesity, appear in high frequency, and, in the case of the woman to 40 years 
old, these therapies are further hard to be called cure which 80% or more accepted the relapse of 
******, and was excellent in half a year from three months after therapy termination. 
[0004] 

[Problem(s) to be Solved by the Invention] Although the drugs which function on a symptoms 
improvement and therapy of dysmenorrhea and endometriosis were conventionally mentioned above, 
others and especially effective drugs were not known, but an appearance of this was desired long. The 
artificer etc. found out that there were remarkable improvement and curative effect as which the France 
seashore pine bark extract is not unexpectedly regarded by old medication to the patient of 
dysmenorrhea and endometriosis. Based on this knowledge, this invention makes the plant extract 
containing a pro anthocyanidin an active principle, and makes this the remedy of dysmenorrhea and 
endometriosis. 
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[0005] France seashore pine bark extract = FRENCH MARITIME PINE BARK Scientific name = which 
carries out vegetation to EXTRACTS on the seashore of the Bordeaux district in France :P INUS I It ^is an 
eTact from the bark of a pine called PINASTER (FRENCH MARITIME) (U.S. Pat. No. 3436407). As 
PIKUNOJIE Norian (trade name of the Hofer research company of Switzerland), it is globally used as a 
supplement widely by current. The France seashore pine bark extract is the living body Aavonoid 
compS containing about 40 kinds of organic acids which made the subject OPC (ohgo MERIKKU pro 
anthocyanidin). As the pharmacology mechanism 1) Powerful antioxidation operation Q[ Blazso ] G.] 
Gabor, M., Sibbel, and R. and Rohdewald and P.Pharm. Parmacol.Lett. and 3 : a 217-220T9942 anti- 
inflammatory-activity (same as the above) 3 teleangiectasia operation (Fitzpatnck, D.F., Bmg, B.and 
Rohdewald, and P. Jour. Cardiovasc. Pharmacol. -) 32 509-515.19984 platelet-aggregation stopping- 
power (U S Pat No 4698360) 5 peripheral-vascular-resistance decrease operation : (22: ) [ <jabor, 
M Enei E and Sonkodi, S. Phlebologie, ] a reinforcement operation (Biochemical Pharmacology Tixier, 
J M Godeau, G., Robert, A.M.andHomebeck, and W. [ ] -) of 178-182.19936 connective tissue 
potentiation to an operation of 33 3933-3939.19847 vitamin C in the living body: (Cossms, E, Lee, 
R andPacker, and L. Biochem Mol.Biol.Int. --) 45 (3) : 583-597.1998 is mentioned 
r00061 Moreover, the pharmacology effectiveness which the France seashore pine bark extract has is 
variegated. 1) Improvement of an old cerebral blood flow failure 0 [ Cahn ] improvement 3 thrombus 
prevention (U.S. Pat. No. 5720956) 4 ADHD (attention-deficit-hyperactivity-disorder - - being the so- 
called -) of the peripheral blood style failure by and M.G.Borzeix, Sem.Hop.Pans, 1983 and 59, N<x27- 
28 and 2031-20342 arteriosclerosis A restless child, an improvement and curative effect (U.b. Fat. No. 
5719178) 5 diabetic retinopathy to hyperactive children (in France) as drugs ~ therapy 10 chronic 
fatigue syndrome [ of the improvement / therapy 9 leg cramps of license 6 beautiful-skin-effect 7 
analgesic-action 8 insomnia ]: - an improvement and the therapy 1 1 of CFS (chronic fatigue syndrome) 
- in addition to this --; » the dropsy of a guide peg - Varix Allergic diseases, such as pollinosis and 
asthma asthenopia, diabetes mellitus Influenza, and an improvement and curative effect of the disease 
like prevention of a gun are reported. Moreover, the safety of the France seashore pine bark extract is 
checked by researchers, such as France and Britain over the past 30 years, the Umted States, Germany, 
and Italy, also about safety. 

[Mearls for Solving the Problem] This invention offers the dysmenorrhea remedy and endometriosis 
remedy which make the plant extract containing a pro anthocyanidin an active principle. Especially the 
France seashore pine bark extract is effective, and oral administration is provided with it with the gestalt 
of a software capsule, a tablet, liquids and solutions, and powder. 

[Embodiment of the Invention] (the France seashore pine bark extract) as the extraction method of the 
France seashore pine bark extract being indicated by U.S. Pat. No. 3436407 at the detail - an extraction 
method - general ~ description, a presentation, and the capacity are as follows. 
(1) an extraction method (U.S. Pat. No. 3436407) - carry out extract processing of the 100kg France 
seashore pine bark used as coarse powder by the 3501. boiling water for 12 hours extract ****, and 
collect the liquid whose sum total volume of the diaphragm by extract is 2501. This liquid is cooled and 
filtered at 20 degrees C. It adds until a sodium chloride is saturated in filtrate. Settlings are filtered and 
removed Each time extracts filtrate 3 times using 1/10 amount of a tank with ethyl acetate The ethyl 
acetate is collected and it dries with anhydrous sodium sulfate (NaS04), and it distills until it is set to 
one fifth of the amounts under reduced pressure. Next, it flows into the chloroform of an amount 3 
times, agitating physically. A pro anthocyanidin precipitates, and they are filtered and collected. It 
remelts and refines to ethyl acetate and settlings are newly obtained in chloroform. Finally it washes by 
chloroform and is made to dry at the temperature which does not exceed 50 degrees C. 
[0009] (2) the quality of an extract is common - description - the powder of a light beige color with 
astringency. It is easily dissolvable in water and ethyl alcohol, and insoluble to CHC13, C4H6, the 
petroleum ether, and ethyl ether. In the dry bottle, preservation is indefinitely possible in ordinary 
temperature. 
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Verification test: It will become deep red if the water solution made into acidity with 10% (v/v) of 
hydrochloric acid is heated till the boiling point. If this solution is agitated with isoamyl alcohol, 
physical and the supernatant layer which has chemical property of an anthocyanidin will be made. 
[0010] (3) The presentation France seashore pine bark extract has the phenolic compound which has 
aromatic series structure and a phenolic group. The polyphenol which constitutes the phenolic 
compound is the matter containing a phenolic group with a big molecule, it is contained in many 
vegetation and a group of polyphenol is a pro anthocyanidin. A pro anthocyanidin is constituted per a 
catechin and/or epicatechin, and has the structure of drawin g 1 . That the OH radical is tied by the wavy 
line by three places shows among drawing that a hydroxyl group (OH) is possible to both a cis 
configuration or a trans-configuration. It is because the pro anthocyanidin consists of both a catechin and 
epicatechin of the isomer. 

[001 1] The anthocyanidin is made from the catechin and/or epicatechin unit which are the subgroup of a 
pro anthocyanidin. A catechin and epicatechin are the derivatives of the phenylalanine compounded 
from a smaller unit within a plant body, and a phenyl carboxylic acid. Various phenolic acid, i.e., caffeic 
acid, ferulic acid, p-coumarinic acid, and p-benzoic acid are in the France seashore pine bark extract, 
and they are all distributed in vegetation. In these acids, a certain thing combines with a glucose and 
serves as glucose ester or the glucose ether. The presentation components of the France seashore pine 
bark extract are less than [ water 8wt% ] and the impurity remainder catechin and epicatechin 5wt% pro 
anthocyanidins 80 - 85wt% organic-acid [ containing the caffeine acid which is the precursor of a 
catechin and epicatechin ] 2 - 4wt%. 

[0012] (4) In order to evaluate the pro anthocyanidin content of the quantum France seashore pine bark 
extract of the pro anthocyanidin of the France seashore pine bark extract, use the unique collagen 
compatibility of this matter. What has the same compatibility to the collagen of the skin of the 
component contained in the quality of an extract has no choice but to pro be. The approach encouraged 
in tanning hide industry can be replaced with the quality of a bark (tannin and hide powder are used 
together) extract. That is, the extract of a constant rate is melted in water and the water solution of 
known concentration is built. It mixes with hide powder and the mixture is filtered. The quantum of the 
remaining solid matter is carried out in the amount of aliquots of filtrate. The difference of the 
concentration of a solution and the solid extraction object which were adjusted is equivalent to the total 
amount of a pro anthocyanidin, and remains in hide powder as it is. 

[0013] (Used remedy) This invention relates to using the plant extract containing a pro anthocyanidin 
for the therapy of dysmenorrhea and endometriosis. Or it is related with the physic mixture which 
contains this extract as an active principle. The matter concerning this invention is obtained by 
extracting a vegetable raw material in accordance with the following criteria. That is, 1 pro 
anthocyanidins are contained. 

2) A raw material be permanently [ easily and ] cheap, and be supplied. 

3) There needs to be no natural or artificial toxic component. 

The bark of the pine like the bark of a needle-leaf tree, especially the bark of the France seashore pine 
serves as a raw material first-class at this point. He should understand the expression the "France 
seashore pine bark extract" as what means "the France seashore pine bark extract containing a pro 
anthocyanidin." A pro anthocyanidin is absorbed by the alimentary canal with the gestalt of an oral 
medicine or a suppository. A pro anthocyanidin is made into the gestalt of a tablet, a sugar-coated tablet, 
a pellet, a pill, a capsule, a cartridge, and citation ampul when taking. Per weight of 1kg and 1.5-3mg per 
day of a dose are usual. In 1.5mg or less, if the effectiveness of a pro anthocyanidin is not discovered but 
3mg is exceeded, since the amount of surpluses is ****(ed) to the outside of the body, it will become 
useless. If it is the weight adult male of 70kg, 100-200mg per day will be taken. However, 50-100mg is 
suitable for 1 time of a dose so that the active oxygen removal effectiveness may be demonstrated. As 
France seashore pine bark extract content food, the software capsule product which mixed olive oil by 
205mg and mixed the emulsifier at a rate of 30mg as an excipient was suitable-number-vised, including 
per 1 software capsule and the France seashore pine bark extract 15mg (trade name by the Hofer 
research company "PIKUNOJIE Norian"). 
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[0014] (Dysmenorrhea) . , . . • 

fn It continued for the past six months or more, and the patient patient accepted intense hypogastralgia 
and low back pain, and had surely taken painkillers (Voltaren, SEDESU, etc.) each time at the menstrual 
period Gynecology-enanthema, hemology-inspection (an inflammation view, blood serum CA-125), 
and an image study-diagnosis (CT scan, MRI) were received by the gynecology specialist, and it was 
targeted at eight women from 17 years old to 32 years old who are not permitted other gynecology 
diseases, such as endometriosis and uterine-appendages flame. 

[0015] (2) To the patient of Table 1, six persons and the B approach were applied to one person, and tne 
Prescribing [ for the patient ]-a medicine method prescribing [ for the patient ]-a medicine method 
applied the C approach for the A approach to one person. By the A approach, the patient took the day in 
30mg /for 14 days from seven days before menstruation. By the B approach, the patient took the day in 
30mg7for one month continuously. By the C approach, the patient took the day only once in 
60mg /temporarily. 
[0016] 
[Table 1] 
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[0017] (3) The example of a result invalid was only one patient who did three-period-of-treatment 
(menstruation 3 period) enforcement of the (A) (88% of ratios of consumed water). Intense 
hypogastrium pain and low back pain of the menstrual period disappeared, and no other patients stopped 
needing a painkiller. Furthermore, in three in the case in which the improvement was accepted, in the 
menstrual period after an improvement, the France seashore pine bark extract and the painkiller which 
was being used until now [ other ] were not taken, but, also in **, menstrual pain improves and 

moTsT^The cure for consideration dysmenorrhea usually uses painkillers (Voltaren, SEDESU, etc.). 
However the pain of the menstrual period is hardly completely lost by these oral administration, and, as 
for the present condition, it is only unavoidable that most puts up with a pain. A patient has fear to the 
throes visited at the menstrual period, whenever not only the menstrual period but menstruation 
approaches, it becomes mentally unstable, and his Q.O.L (Quality of life, quality of life) is spoiled 
remarkably. Therefore, a patient comes to require the approach of often stopping menstruation, i.e., use 
of Gn-RH analog (in order for this to suppress LH of fossa hypophyses, and secretion of FSH and to 
suppress secretion of the estrogen of the ovary, menstruation stops). However, since this therapy is 
flushed and the ovarian deficiency symptom of the whole body malaise appears in high frequency, a 
patient's Q O L. is spoiled. Furthermore, in almost all cases, it recurs after therapy termination. By 
administration of the France seashore pine bark extract, the analgesic effect more than the usual 
painkiller was accepted. That set to three examples among eight more examples, and menstrual pain 
mitigated and disappeared without oral administration of the France seashore pine bark extract and other 
painkillers after that shows the outstanding curative effect over the dysmenorrhea of the France seashore 
pine bark extract. 
[0019] (Endometriosis) 
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(1) As well as the case of the dysmenorrhea mentioned above, it continued past six months or more, and 
the patient patient accepted intense hypogastralgia and low back pain, and had surely taken painkillers 
(Voltaren, SEDESU, etc.) each time at the menstrual period. Gynecology-enanthema, hemology- 
inspection (an inflammation view, blood serum CA-125), and an image study-diagnosis (CT scan, MRI) 
were received by the gynecology specialist, and it was targeted at 22 women from 24 years old to 49 
years old diagnosed as endometriosis. 

[0020] (2) The prescribing [ for the patient ]-a medicine method prescribing [ for the patient ]-a 
medicine methods were the same (A) as the case of dysmenorrhea, (B), and the (C) approach to 22 
patients of Table 2, the B approach was applied to eight patients and the A approach applied the C 
approach to one patient at 13 patients. Confirmed diagnosis is the most sure. [ of the laparoscope or the 
focus section by incision in the abdomen ] [ organization ] However, since blood serum CA-125 which 
are one of the tumor markers went up when the focus section has spread to some extent, in this 
invention, it considered as the marker of endometriosis with the significant rise of blood serum CA-125, 
and it had a rise and descent of CA-125, and considered as the index of advance and an improvement of 
a lesion. 



[0021] 
[Table 2] 
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[0022] (3) An improvement and disappearance of menstrual pain were accepted in 14 results (63%). 
Moreover, with the pouch-of-Douglas tenderness view at the time of gynecology-enanthema, the 
improvement view was accepted in six examples (60%) among ten examples which accepted the 
tenderness before administration. Moreover, in the candidates of six examples from No. 17 to No.22 of 
Table 2, when the fluctuation of blood serum CA-125 before the France seashore pine bark extract 
administration and of the back was investigated, a reduction of CA-125 clear to three examples was 
accepted as Table 3 (50%). The side effect was very minor at the extension during a menstrual period 
(one example), and frequent menstruation (one example). 
[0023] 
[Table 3] 
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[0024] (4) The core [ present age / consideration ] of an endometriosis therapy is Gn-RH analog. 
Usually, a therapy is continued for six months, and, surely the menstrual pain by ****** in the 
meantime and other pain views mitigate and disappear. However, too, an ovarian deficiency symptom 
appears in high frequency, and Q.O.L. is spoiled remarkably in the meantime. Furthermore, if the 
recurrence rate of subsequent ****** is to 20 years old -40 years old, it can be called about 100%. By 
the France seashore pine bark extract administration to endometriosis, remarkable mitigation and 
disappearance of menstrual pain were accepted. Furthermore, in three examples, blood serum CA-125 
are decreasing clearly one month after administration, and this suggests that the France seashore pine 
bark extract has the curative effect to endometriosis. And a side effect is very slight at the extension 
during a menstrual period (one example), and frequent menstruation (one example). As mentioned 
above, the France seashore pine bark extract can say that it is shown that it is more effective than an old 
cure to endometriosis. 

[0025] The France seashore pine bark extract is the quality of a desiccation extract obtained from the 
bark of the France seashore pine containing many of other pro anthocyanidins from which living body 
flavonoid, a catechin, taxifolin, phenolic fruit acids, and structure differ, it is proved that the France 
seashore pine bark extract has anti-inflammatory activity by various animal experiments --**** (Gabor 
M.et al, 1993) ~ it is thought that this anti-inflammatory activity is brought about by various pro 
anthocyanidins contained in the France seashore pine bark extract. Therefore, it is thought that the 
symptom improvement and curative effect over the dysmenorrhea of the France seashore pine bark 
extract and endometriosis are based on a pro anthocyanidin. As for the caffeic acid and ferulic acid 
which are contained in the France seashore pine bark extract other than a pro anthocyanidin and which 
were mentioned above, of course, the whole uterus of a rat shows an operation very promptly to a blood 
vessel wall (Ortiz de Urbina et al, Phytotherapy Res.4:71-76, 1990). Moreover, there is also a report that 
ferulic acid controls contraction of a uterus (Ozaki and Ma, Chem Pharm Bull, 38:1 620- 1 623 1 990). 
Therefore, it is thought that the above-mentioned component also acted on mitigating the throes of the 
menstrual period besides the pro anthocyanidin in the quality of a constituent of the France seashore 
pine bark extract. 

[0026] Moreover, there is a report that active oxygen removal ability is bearing important work to the 
function of a Homo sapiens endometrium (Sugino et al, Human Rerod 1 1:1073-4 1996). Furthermore, in 
connection with a menstrual cycle, there is also a report which showed fluctuation of the active oxygen 
level in an endometrium (Dabrosinet al, J.Clin.Endocrin.Metab 82:1382-4 1997). These reports have 
suggested the possibility of there being work which maintains a human normal endometrium by the 
active oxygen removal ability which the France seashore pine bark extract has. 
[0027] 

[Effect of the Invention] It suffers from menstrual pain for a long period of time, and the therapy agent 
of this invention is functioning very effectively to the patient of the dysmenorrhea which was almost 
ineffective, and endometriosis in the conventional medication so that the result of the example of Table 
1 and 2 may show. This shows the effectiveness of the remedy concerning this invention. 
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DESCRIPTION OF DRAWINGS 
[Brief Description of the Drawings] 

[Drawing 1] It is structural drawing of a pro anthocyanidin. 
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